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LST 



A derivative ot an antibody, cof^risiitg a 
jnonoelondl untibody or the antibody fra^pent thereof itrhich 
specifically reaccia with ganglio«id# GD3 which is 
conjugated with a radiois&tdpe, a protdin or a low 
inolecuXar weight agent. 



2^ th* derivative of an antibody according to 



claim wherein the stonoclozial antibody which specifically 

reacts with ^ajiglioside 5I>3 is an antibody selected frota an 
antibody pr educed by a hybrldczna, ^ huffiani:aed antibody and 
a ^^unlan antibody. 

3. (Amended) The derivative of en anm}0<ly according to dalm 1 , wherein Ihe 
mofiodonat antibody comprises CDR1 . CDR2 and CDR3 ol H diain V region having the 
amino acid sequences represented by SEO 10 NO$:d, 4 and 5. respectively. 

4. (Amended) The denvalive of an antibody accordin9 to ciaim 1, wherein the 
monoclonal antibody oomprises CDR1, CDR2 and CDR3 of L chain V region having ihe 
amino acid seqiuences represanlad by SEQ ID N0s:6. T and 8, respectively. 

5. jAmendod) The denvalive of an antibody according lo claim 1 , wherein the 
monoclonal antibody comprise: 

C0R1 , CDR2 and CDR3 ol a heavy chain (H chain) variable fegion (V region) 
having the amino acid sequences represented by SEQ 10 NlOs:3. 4 and 5. respectively; 
and 

CORI, C0R2 and CDR3 of a liglil chain (I chain) V region living the amino ac^ 
sequences represented by SEQ ID N0s;6, 7 and 8, respsdiveiy. 
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6. The derivative of an antibody , according t<6 
ciaijn 2, wfee««in the afttibody prodtaced by a hy&ridoca is 

7, rh« derivative of an antii^ody accordin9 to 

claim 2r wherein the hicaaniscd antibody is a hcniati chiroric 
arvtibcdy or a CSR»92'«^^t«d aatlbody. . 

8. The derivative o£ a Jiujnan chisieric antibody 
according to clain 7, wherein the huiaan chimeric antibody 
coapriees an s c^naln v region and an L chain v region of a 
monoclonal antibody against gan^liosiide €93 produced by a 
hyhridcMtia. , / ' " 

9, tha derivative of a hunuin caiaeric antibody 
according to claim 7/ wherein cho huaaan chisiioric antibody 
Conor ises: 

an B chain V refion and an t chain v region of a 
aenocaonai antibody produced against gangliooide qd^ by a , 
hybridoma; and 

an H chain consranc region (C region} and an I 
chaia C r«gio« of a husnan antibody. 

10, (Amended) The derivative of a human chrmeric anUbody according to claim 
8, wherein ttie H chain V region compnses the amino acid sequence represented by 
SEQ IDNO:SS. 

1 1 . (Amended!) The deitvalivd of a human chimeric antibody according lo claim 
8, wherein the L <^aln V region comprises the amino aad eeqiience rej^esented by 
SEQ iDNOt56. 
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12. (Amended) The detlvalive of a human chimeric antibody accordin^g lo claim 
8» wherein 

the H chain V reg^n comp/i$e5 the amino acid sequence represented by S£0 ID 
N0:5S: and 

ihe L chain V region comprises the amino acid sequence represented by SEQ ID 
NO:56. 

13. (Amended) The darivative of a human dirmeric anfitwjdy KM871 aocsrding 
daim 8, wherern 

the H chain V region comprises the diniito acid sequence represent)^ by SEO ID 
NQ:5S; and 

the L chain V region comprises the amino actd sequence represented by SEO ID 
NO:56. 



14. derivative of a mmn CDH-graftec aatiJscdy 
aD^ordin^ to cXaia 7, wherein t^he huiaaxi cm-^^vt^tt^d 
ancibcdy cQopxttas^ CGIt of a» a chain rd^loci and an t 
ch4in V r^ficfi oC a jnonoclonaX antibodiy against gan^Iioslde 
GO 3. 

15. the derivative of a human CSR-fjraixed antibody 
according to claiia i^herein zh^ hEunan COH-graftcd 
atitibody eoeaiDrliess 

ccRfi Of an n chain V region and an 1 chai;^ V xegiott 
of a moftociotial antibody against facigiioside 603? and 

framework regioi?3 (PRai of aii M chain V teflon and 
an L chain V region of a human a^^ibody* 

16. the derivative of an antibody jiccordiftg to 
ciaia ?r whoroin the human CDft-graftad antibody c<Mo^risest 

CDna oi an B chain v e^^ion and an L chain V ragion 
of a sftonocionai antibody against gaagXioside CD3; 

FKa of an B chain V region and an L chain v region 
of a human antibody; and 

an a chain C region and an 1 chain C e«9ion of a 
hufluin antibody. 
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17. (Amended) The dert^'ativo of a human CDR-grafled antibody acoording ro 
claim 14. wiidrein the anUbody comprises CDR1 , CDR2 and COBS of the H chain V 
region having the amino add sequences represented by SEQ ID NOsrS. 4 and 5. 
reepectively. 

18. (AmefKltKi) The derivative of a human CDR^rafted antibody aocording Co 
daim 14, vvherein the antibody compN&es CDRI » CDR2 and CDR3 of the L chain V 

region having the amlm) acid sequences represented t)y SEQ ID N0s:6« 7 and 6, 
respectively. 



19. (Amended) The derivative of a human CDR-gfafted antibody accordir^ to 
claim 14, wherein Ihe antibody comprises: 

C0R1, CDR2 and CDR3 of the H chain V region having the amino acid 
sequ^ces repr^^ted by SEQ ID N0s:3, 4 and respectively; and 

CDR1 , CDR2 ^d C0R3 of Ihe L chain V region ha^^ng the amino acid 
sequences represented by SEQ ID N0s:6, 7 and 8, respectively. 

20< (Amended) The derivative of a human CDR-grafted antlfciody according to 
claim 14, vj-herein the H chain V region of the antibody comprises the amino acid 
sequence represented by SEQ ID N0:9. 

21 . (Amended) The derivative of a human CDR-grafted antibody accord&ig to 
claim 14, wherein the L ct^ln V region of ^e antibot^ comprises the amino acid 
sequence represented by SEQ ID 1S10:$4. 

22. (Amended) The derivative of a human CDR-grafted antibody according to 
claim 14, wherein the H chain V region and the L ch^^in V region of the antibody 
comprises Ihe amino add sequences represented by SEQ ID HO:B and SEQ ID N0:S4, 
respectively. 



Application/Control Number: 10/089,500 Page 6 

Art Unit: *** 

23. (Amendad) The dem*ative of a human CDR-gratted aniibody KM8871 
acscording to claim 14, wherein 

the H dhain V region of \tyo antibody comprises the amino acid sequence 
represenied hy SEQ ID N0r9; and 

the t chain V region of the ant&ody comprises the amino acid sequence 
^presented by SEQ ID N0:54. 

24. Th« derivative of the antibody fragswnt 
eccotdincf 1:0 claim wherein the antibody fcjigeent is aa 
antibody tr^i^«t selected trcm Fab^ Tab', TtmSy*}., a 
sin^srle chain antibody (SCFvK a 4isulilde stabilised V 
rtt9ion fxasBMft»t (dsFv> and a peptide coisipridirLg CDR, 

25. (Ameoded) The derivalive of the antibody fragment according to dalm 1 , 
wherein the antibody fragment oompfises amino ackl sequences of an H chain V region 
and an L chain V region of a monoclonal antibody against gangltoside GD3 product by 
a hi^ridoma, 

26. (Amended) The derivative of the antibody fragment according to claim 1 , 
wherein the antibody fragment comprises an H cl?^tn V regicm of ihe anlsbody having 
the amino acid sequence represented by SEO ID NOtSS. 

27. (Amended) The derivative of the antibody fragment according to t^m 1 , 
wherein ihe antibody fragment comprises m I chain V region ol the antibody ha\^ng the 
amino acid sequenoe represented by SEO ID N0:&6, 

28. (Amended) The deftvathre of the antibody fragment a«xord]ng to claim 1 , 
wherein the antibody fragmeni comprises: 
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ari H cliain V regksnot lha m&QsoClf tmv^Q Che amboacid Eequsnce res^^s&sntad 
bv'SEQII>N0:5a; and 

m tcnai^ V r<^on ol the aniit»>iiy having iho andino add »e<|u«ncd Kepresensed 
DyS^OlD N0:S6. 

<An?iencj0d) Jh9 derivatiw od lis© ano^ody JriigrTiem a?xoniir>g to dafen 1 , 
whefOiii iinUMiy U^t^etrnt comprtso» mati^ actd j;e<syorYCO$ m H cit^in V ratj^) 
i^d an t cha£n V ttegion ol a Ivaman COR-graf ted enllboeiy agfilnsl gangloa^ SOa 

30< (Aine^d} TTio derivative Che an^dy fraj^i^tacoordiDn to dakn 1. 

the emino scid sequence represented bySEQ ID N0:9. 

31 , ( Atnendod^ Tho denvjMtve di Uio artiiboily fr^mm ^ccordiitcr t<> 1 < 
wtierein the antiboay r/asmentcotmpimea an L cmtx v iregion of ma anaibody having me 
amino acMd sequence rG$>rss«nted by S£0 lsK)dS4» 

32. (Amemi&d^ The d^tt^^iivB ol me aniJUoOy N^gment aoeording lo csaot^ i. 
'iWierain the antibo;ly ffagmont ct»npi^es: 

H ch»ii V rcgidh df ih<> anfilM>^ Htx^im the atriihe add s^quonto rcprcveiiSQd 
bySeO iDiNX>:«;ar>d 

^ i (^in V iQpion Of Ih9 «nii;»dy ixsiving )tw arr^ «ckl «equ8nce repcesemed 
bySEQiDrdO:54. 
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33. (Amended) The deiwativ© of an ami body fragmenl according tg craim 1 . 
wherein the aniibody Iragment comprises CDRI , CDR2 and C0R3 of an H chain V 
region of tbo anWbodf having tho amirw acid sequences represented by SEQ ID N0sr3, 
4 and S< respectively. 

34. (Ameruled) The derivatrve of llw aniibody fragment acx»rding to claim l, 
wherein the ai^libody fragment comprises CDRl . CDR2 and CDR3 of an L chain V 
regicwi of the aniibody havmg the amino add sequences represanled by SEQ ID N0s:6. 
7 and B, respecli vely. 

35. {Amended) The derivative of tJtm antibody fragmenl acsDordlr^ to claim 1. 
wherein the antibody fragn^nt cornpn$es; 

CDRI , CDR2 and CDB3 of an H chain V region of the antibody having the amino 
acid sequences represented by SEQ ID NOs:a 4 and 5; and 

CDRI . CDR2 and CDR3 of an L chain V region of the antibody having the amino 
add sequences represented by SEO ID N0s:6. 7 and 8. 

36. (Amended) The derivative of a monoclonal antibody or the amibody fragment 
thereof acooi ding to cfaim 1 , v^eiein the protein Is a cytokine. 

37. th0 derivative oi a moftocloRal antibody 0£ the 
antibody tra^iftenit thereof accrordiK^ to eldlm vherein 
t.l:e cytokine is human Inter <hXt«3). 

38. The derivative of &d tAtibody ftceo^diist %o 
clain 37 « vherela the di^rlvativ^ ot antlbc4y coinp^ris^s a 
huma chiraeric antibody KH871 and feXL-2, 

39. The derivative m antibody according to 
clAint 38, vh^reiA the %ntlborfy conjugated vrith hJL^Z 
cot&iprises: 

en a ch^in v region ha^via^gr the api^o acid sequence 
represented by SEQ ID 140 iS7; and 

an h chain V re^loa haviit? the amino tuti& s«Mfae&?ie 
represented by StQ ID :I0:S6. 
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40. Tiie derivative of an «J5ti.i>o4y according to 
claim 17, wherein the derivative of m antibody comiiprifes d 
huraaA CI>R<»^rafted antibody KMt8«7} 

41, the deriva-tive of an antibody according to 
ciaiia 1, wtiexain tfee anUbody coajugated with 

ccisiprises: 

an 8 chain v region bavXn.^ the amino acid aequeace 
re^reaanted by SEQ tt> mtS3; and 

aj5 L chain V region havinia the afltino acid sequence 
represented by SSQ ID MO: 54. 

42. {AmenGleil) A DMA which encode the derivatlvd of a monoclonal antibody or 
the derivative of tho antibody fragment tliereof which spedficatly reads wilh gar^lloside 
GD3 according to claim l . 

43. A recoxnbinartt vector coiii^riaing the diia 
according to cXaioi 42 ♦ 

44. A transfora&aRt which is obtained by 
introducing the recombinaftt vector according to claifo 43 
into a host ceil. 

45. A tranafor»li^ftt I»l971bIX*3 ifmi B?-6$i8) which 
prodiocas the antibody according to clalta 38. ^ ^. 

46. A transfonaant ICM8871hlL2 iTsm aP-$7$l) which 
produce* the antibody according to ciaiB 40. 

47, {An^nded) A process lor ptodtidiig an antibody, which comprises: 
cullyrlng the Iransformanl: according to claim 44 in a culture m^ium to produce 

and aocumulaie ihe derivative of a monodonai antibody or the dertvaUva of the anta)ody 

fragmeni thereof In the culture; and 

recover uig the derivative of the antibody or the derivative of the antbcMiy 

rragmem thereof from the culture. 
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48, ^ huflian CDR-^raftcd antibody or the antibody 
fragiafint thereof which sssecificalXy r*act;< vith gan^lioaiftc 
€93. 

4$. the huaum CDR*9r'afted antibody or the antibody 
fragment thereof according to clai» 48, herein the human 
CDR-9ratt<^di antibody eoi»|^rides CORs of an B chain V ration, 
and an L chain v negion of a monoclonal ant £bo4y.« against 
^an^lioaida 

50. The human CCR-grafted antibody t>t the antibody 
fragatent thereof according to claia 4$, wherein the huzsan 
CSR-graftc^ antibody co«apris«s; 

cons o£ an a chain v region and aft L chain v x«gipn 
of a inonoclonal antibody against ganglioside aD3; and 

m of an a Cham v rogion and an t chain V region 
of a hofl&an antibody. 

51. The human CDR-grafted antibody or the antibody 
fragiaent thereof according to claijn 48 # ii^eroin tbo. hufan 
Ca&H-grafted antibody c^apris^: 

CDKs Of an a chain V region and an L chain region 
of a Donoclonai antibody againat gangllosido CO J; 

m of an a chain V region and an L chain V region 
of a hiuoan antibody; and 

a£i S chain C region and an 2. chain C awsgion of ta 
huBian antibody. 

52. (Amended) The human CDR-grafted amil:KH:ly or the antibody ffragmeni 
thereof accordir^ to claim wherein the anttbody compiisas CDR1 , CDR2 and CDR3 
of the H Cham V regton having the amino add sequerKes represented by SEQ ID 

N0s:3, 4 and 5, respectively- 

53. (Amended) The human CDR^g rafted antibody or the antibody fragment 
thereof according to claim 49, wherein the antibody comprises C0R1 , CDR2 and CDR3 
of ^e L chain V region having the amino add sequences represented by SEO ID 
M0s:6. 7 and 8, respectively. 

54. (Amended) The human CDR-grafted antibody or the antibody fragment 
tnereol according lo claim 49, wnerein me aniinody comprises^ 
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CDR1 , C0R2 and CDR3 ol tho H chain V region having the amino add 
sequences represented by SEO ID NOs:3, 4 arwH 5, respectively; and 

CDR1 , CDR2 and CDR3 of lihe L chain V regkw having the amino acid 
sequences represented by SEQ 10 NOs:6. 7 and 8. 

55, (Amended) The human CDR-grafted antibody or the antibody fragment 
thereof according to claim 49, wherein the H chain V region of the antlbcKly comprises 
the amino add sequ^ce represented by SEQ \D NO:9. 

56, (Amended) The human CDR-grafted antibody or the antibody fragment 
thereof according to dskn 49» wherein the L chain V region of the antibody comprises 
ihB amino acid sequence represented by SEQ iD NO:54. 

57. (Amended) The human CDR-grafted antibody or the antibody fragment 
Sheieof according to claim 49, wherein 

Ihe H chain V region of the antibody comprises the amino add sequence 
represented by SEQ ID N0:9; and 

the L chain V region of the antibody comprises the amino add sequence 
represented by SEQ ID NO:54. 

58. (Amended) The human CDR^graft^ antibody KM8871 or the antibody 
fragment thereof according to claim 49, wherein 
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me H chain V region of the antibody compriseis the anriino acid sequence 
r^pmsenled by SEQ ID N0:9; and 

the L chain V region of the anfibody comprises iho amino acid sequence 
represenled by SEO ID N0:54. 

59. (Amended) A om which encodes the hunrnn COR-grafted antibody or mB 
aniibody fragrront thereof which specifically reacJs with ganglioside CDS according to 
claim 48. 

$0. A recoflBibina^t vector eoa^rising the oha 
actrording to claim . , 

iSl. A tx*ans£o7oant w3)ic!i is obtained by 
intxoduoin? the recozfobindiit vector aiccortSiR? to claim 6:0 
ictte a Host cell. 

62. A trayiafoxmant KHa$71 (FEWt aP-6790> whlcD 
producer th(» human CDR-9^^r«£t«d a;sstifaody according t6.<;laim 

63. (Amended) A process for producing an antibody, which comprises: 
cutturing the transformant according to claim 61 in a culture medium to produce 

ami accumulate the human CDR-grafted antibody or antibody fragmenl thereof in 
the culture; and 

reojverins the antibody or the antibody fragment mereof from the culture. 

64. (Amended) A medicament comprising at least one selected from the 
derivative ot a mcnodcmai antibody and the derivative of the antibody fragment thereof 
according to dalm 1 and the human CDRr^raf^d antibody and the anl^dy fragment 
thereof v^hich specifically reacts with gan^loside GDa 



66. (Amended) A therapeutic agent for cancers^ comprising, as an active 
Ingredient^ at least one selected from the derivative of a monoctonat antibody and the 
derivativQ of the antibody fragment ttiereof according to claim 1 and the human CDR- 
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grafted antibody and the antibody irngtmni thereof vvtiich $pei^tjN:aiiy reacta with 
ganglioslde GDd. 

66. (AfTieiided) A diagnioslic agent for cancers, comprising, as ar^ acltve 
rigredient, ai least one selected from m derivative of a monoclonal antibody arKl the 
denvalive of the antltwdy fragrronl (hereof accwdlrig to claim 1 and the human CDR- 
grafted antibody and the antajody fragment thereof wtiich spedFicaiiy reacts with 
ganglioslde 0D3. 
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